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AMENDMENTS TO THE CLAIMS :

This listing of claims will replace all prior versions, and listings, of claims in the
application:

Listing of Claims:

I
.
(Currently Amended) A method of diagnosis of a transmissible spongiform

encephalopathy (TSE) selected from the group consisting of Bovine Spongiform

Encephf^ and Creutzfcldt-Jakob Disease (CJD) or the possibility thereof in

a subject suspected of suffering from BSE or CJD the-TSE. which comprises subjecting a

sample of a body fluid selected from the group consisting of cerebrospinal fluid (CSF),

blood, plasma and scrum taken from the subject, to mass spectrometry, thereby to

determine a test amount of a polypeptide in the sample, wherein the polypeptide is

differentially contained in the body fluid ofBSE - or CJD- Tgfi-infcclcd subjects and

non- BSE- or CJD- TSB-infectcd subjects, and is selected from the group consisting of

(a) a polypeptide having a molecular weight of about 1010, 1 100. 1 125. 1 365, 3295.

3645, 3890, 3970, 3990, 4030, 4294, 43 1 5, 4436. 4478, 4780, 5820, 6200, 6700, 7520,

7574, 7630, 7770, 7930, 7975, 7980, 8020, 8600, 8936. 9107, 9145, 9185, 9454, 9950,

10075, 10220, 10250, 1 1600, 11730, 11800, 13375, 13550, 14043, 15000, 15200, 15400,

1 5600, 1 5900, 1 7839, 30000, 3 1 000 or 3 i 800 Da;

(b) cyslatin C; and

(c) a hemoglobin, a hemoglobin chain, or a truncated chain or fragment thereof which

exhibits an immunological reaction to an antibody to bovine hemoglobin;

comparing the test amount of the polypeptide in the sample to a reference amount of the

polypeptide, wherein the reference amount of the polypeptide represents no BSE or CJD
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TS-E infection; and wherein an increase or dccrca.se in the polypeptide in the subject's

body fluid compared to the reference indicates BSE orOP '4~S£ in the subject.

2. (Currently Amended) The method according to Claim I , in which the

polypeptide is present in the body fluid ofBSE- or OP- TSE-in footed subjects and not

present in the body fluid ofnon-T&K BSKror CJP-infcctcd subjects, whereby the

presence of the polypeptide in a body fluid sample is indicative ofTSE BSKorCJD .

3. (Currently Amended) The method according to Claim I, in which the

polypeptide is not present in the body fluid ofBSE- or CJD- TSE~infected subjects and

present in the body fluid ofnon-TSE BSE- or CJD-infceted subjects, whereby the non-

presence of the polypeptide in a body fluid sample is indicative of TS-K BSE or CJD .

4. (Previously Presented) The method according to Claim 1 , in which the mass

spectrometry is laser desorption/ionization mass spectrometry.

5. (Previously Amended) The method according to Claim 4, in which the sample

is adsorbed on a probe or on a protein chip array having an immobilized metal affinity

capture (1M AC), hydrophobic, strong anionic or weak calionic exchange surface capable

of binding the polypeptide.

6. (Previously Presented) The method according to Claim 4, in which the
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polypeptide is determined by surface-enhanced laser desorption/ionization (SELDI) and

time of flight mass spectrometry (TOF-MS).

Claim 7 (Canceled)

S. (Previously Presented) The method according to Claim J , in which a plurality

of peptides is determined in the sample.

9. (Previously Presented) The method according to Claim 1, in which the TSE is

Ctcutzi'cldt-Jakob disease (CJD).

1 0. (Previously Presented) The method according to Claim 9, in which the TSE is

sporadic CreutzfcldtJakob Disease (CJD) or variant Creutzl'cldt-Jakob Disease (CJD).

1

1

. (Previously Presented) The method according to Claim 9, in which one or

more polypeptides having a respective molecular weight or about 4780, about 6700,

about S600 or about 13375 Da is determined, and the presence of one or more of such

polypeptides is indicative ofCJD.

1 2. (Previously Presented) The method according to Claim 9 in which one or

more polypeptides having a respective molecular weight of about 3970, about 3990,

about 4294, about 4478, about 10075, about I 1 730, about 14043 or about 1 7839 Da is

NYC/298079.1 4
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determined, and the absence of one or more of such polypeptides is indicative ofCJ D.

1 3. (Previously Presented) The method according to Claim 9, in which a

polypeptide having a molecular weight of about 7770 Da is determined, and the presence

of such polypeptide is indicative of" CJD.

14. (Previously Presented) The method according to Claim 9, in which a

polypeptide having a molecular weight of about 3295, about 43 1 5, about 4436, about

6200, about 8936, about 9107, about 9145, about 91 85, about 9454 or about 13550 Da is

determined, and the absence or decreased amount of one or more of such polypeptides is

indicative ofCJD.

1 5. (Previously Presented) The method according to Claim 9, in which a

polypeptide having a molecular weight of about 7574, about 7930, about 7975 or about

8020 Da is determined, and the presence or increased amount of one or more of such

polypeptides is indicative of CJD.

1 6. (Previously Presented) The method according to Claim I , in which the TSK is

Bovine Spongiform Encephalopathy (BSE).

17. (Previously Presented) The method according to Claim 16, in which the

polypeptide has a molecular weight of about 10220 Da, and the presence of the

NYC/298979. 1 s
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polypeptide is indicative of BSE.

1 8. (Previously Presented) The method aecording to Claim 16, in whieh one or

more polypeptides having a respective molecular weight of about 10 10, 1 100?
1 125,

1365. 3645, 4030, 3890, 5820, 7520, 7630, 7980, 9950, 10250, 1 1600, 1 1800, 15000,

15200. 15400, 15600, 15900, 30000, 31000 and 31800 Da is determined, and the

differential expression ofone or more of such polypeptides is indicative of BSE,

1 9. (Previously Presented) The method according to Claim I , in which the TSE i

scrapie.

20. (Withdrawn) A method of diagnosis, prognosis or therapy which comprises

use of a polypeptide which is differentially contained in a body fluid of TSE-infcctcd

subjects and non-infected subjects, the polypeptide having a molecular weight in the

range of from 1000 to 100000 and being determinable by mass spectrometry.

21
.
(Currently Amended) A method of diagnosis, prognosis or therapy of a

transmissible spongiform encephalopathy (TSE) selected from the efoup consisting of

Bovine^ (BSE) and Creut?fcklt-Jakob Disease (CJD)

comprising contacting a material which rceognizes, binds to or has affinity for a

polypeptide which is differentially contained in a body fluid selected from the group

consisting of cerebrospinal tluid (CSF), blood, plasma and serum of BSE- orCJD- -FSfc-

NYC/298979.1 a
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infected subjects and non-infected subjects, the polypeptide being selected from the

group consisting of

(a) a polypeptide having a molecular weight of about 1010, 1 100, 1 125, 1365, 3295,

3645, 3890, 3970, 3990, 4030, 4294. 43 15, 4436. 4478, 4780, 5820, 6200, 6700, 7520,

7574, 7630, 7770, 7930, 7975, 7980, 8020, 8600, 8936, 9107, 9145, 91 85, 9454, 9950,

10075, 10220, 10250, 11600, 11730, 11 800, 13375, 13550, 14043. 15000, 15200, 15400,

1 5600, 1 5900, 1 7839, 30000, 3 1 000 or 3 ! 800 Da;

(b) cystatin C; and

(c) a hemoglobin, a hemoglobin chain, or a truncated chain or fragment thereof which

exhibits an immunological reaction to an antibody to bovine hemoglobin;

and being determinable by mass spectrometry, wherein the amount ofpolypeptide in a

sample is compared to a reference amount ofpolypeptide wherein the reference amount

of polypeptide represents no BSE- orCJD- TSg infection.

22, (Previously Presented) The method according to Claim 21, in which the

material is an antibody or antibody chip.

23. (Withdrawn) An assay device for use in the diagnosis of TSfi which

comprises a plate having a location containing a material which recogniws, binds to or

has affinity for a polypeptide which is differentially contained in a body fluid ofTSE-

infected subjects and non-infected subjects, the polypeptide having a molecular weight in

the range of from 1000 to 100000 and being determinable by mass spectrometry.

NYC/298970.1 7

PAGE 12/29 " RCVD AT 6/812007 1:58:15 PM [Eastern Daylight Time]
1
SVR:USPTO€FXRF-3/9 » DNIS:2738300 » CSID:

1
DURATION (mm-ss):08-12



06/08/2007 14:03 FAX @013/029

Appln. No. 10/0^5,194

Reply to Office Action of September I I * 2006
Response dated January 1

! , 2007

24, (Withdrawn) An assay device Jhr use in the diagnosis ofTSE, which

comprises a plate having a location containing an antibody that is specific for cystatin C.

25, (Withdrawn) An assay device for use in the diagnosis of variant CJD, which

comprises a plate having a location containing an antibody that is specific for cystatin C

and useful in the diagnosis of variant CJD.

26, (Withdrawn) An assay device for use in the diagnosis of sporadic CJD, which

comprises a pJatc having a location containing an antibody that is specific for cystatin C

and useful in the diagnosis of sporadic CJD.

27, (Withdrawn) An assay device for use in the diagnosis of BSE, which

comprises a plate having a location containing an antibody that is specific for a

hemoglobin, a hemoglobin chain or a truncated chain or a fragment thereof having an

immunological reaction to antibodies specific for bovine hemoglobin and useful in the

diagnosis of BSE.

28, (Withdrawn) An assay device for use in the diagnosis of a TSE comprising a

solid substrate having attached thereto an antibody thut is specific for any of the

following:

(i) a polypeptide that is differentially contained in the body fluid ofTSK-

NYC/298070,1
y

PAGE 13/29
1
RCVD AT 6/812007 1:58:15 PM [Eastern Daylight Time] * SVR:USPTO€FXRF-3/9 ' DNIS:2738300 " CSID: < DURATION (mm-ss):08-12



06/08/2007 14:03 FAX 0014/029

Appln, No. 10/oy5,194

Reply to Office Action of September 1 I, 2006
Response dated January II, 2007

infected subjects and non-TSE-infcctcd subjects, and has a molecular weight in the range

of from IO00u> 100000;

(ii) a polypeptide thai is differentially contained in the body fluid ofTSE-

infected subjects and non-TSE-infectcd subjects, and is selected from those having a

respective molecular weight of about 1010, i 100, 1125, 1365, 3645. 4030. 3890, 5820,

7520, 7630, 7980, 9950, 1 0250, 1 1 600, 1 1 800, 1 5000. 1 5200, 1 5400
f

1 5600, 1 5900,

30000, 3 1 000 and 3 1 800 Do

(iii) cystatin C;

(iv) a hemoglobin, a hemoglobin chain or a truncated chain or a fragment

thereof which exhibits an immunological reaction to an antibody to bovine hemoglobin

and is differentially contained in the body tissue of bovine TSE-infccted subjects and

non-bovine non-TSE-infectcd subjects.

29. (Currently Amended) A kit for diagnosis of a TSC selected from the group

consisting of BSE and CJD. comprising a' probe or protein chip array having an

immobilized.^^ capture ([MAC), hydrophobic, strong anionic, or weak

SStianjcjgX^ surface capa ble...of binding a polypeptide for rceeiving-a onto which a

sample of body lluid selected from the group consisting of cerebrospinal fluid (CSF),

blood, plasma, and serum is adsorbed , and for placement in a mass spectrometer, thereby

to determine a test amount of a polypeptide in the sample, wherein the polypeptide is

deferentially contained in the body fluid of BSE- or CJD- TSE-infected subjects and

non-J^j>.o?:CJD- -Reinfected subjects, and is selected from the group consisting of

NYC7298WU o
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00 a polypeptide having a moleeular weight of about 1010, 1100, 1125, 1365,3295,

3645, 3890, 3970, 3090, 4030, 4294, 43 1 5, 4436, 4478, 4780, 5820, 6200, 6700, 7520,

7574, 7630, 7770, 7930. 7975, 7980, 8020, 8600, 8936, 9107, 9145, 9185, 9454, 9950,

10075, 10220, 10250, 11600, 11730, 11800., 13375, 13550, 14043, 15000, 15200, 15400,

J 5600, 1 5900, 1 7839, 30000, 3 1 000 or 3 1 800 Da:

(b) cystatin C; and

(c) a hemoglobin, a hemoglobin chain, or a truncated chain or fragment thereof which

exhibits an immunological reaction to an antibody to bovine hemoglobin;

wherein diagnosis ofTS6 is determined by comparing the test amount of polypeptide to a

reference amount of polypeptide, wherein the reference amount of polypeptide represents

no T&fi BSE orCJD infection.

30. (Previously Presented) The kit according to Claim 29, in which the probe

contains an adsorbent for adsorption of the polypeptide.

3 I
.
(Previously Presented) The kit according to Claim 29, further comprising a

washing solution for removal ofunbound or weakly bound materials from the probe.

32. (Currently Amended) A method of diagnosis of a transmissible spongiform

encephalopathy (TSE) selected Irom,lhejg£^

c

onsisting of Bovine.Sjgongifonn

Fjiemil?il9j>a or thc possibility thereof in

a subject suspected of suffering from the^SE BSEorCJD . which comprises determining

NYC/2'>8970.1 ,a
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a test amount of eystatin C in a sample of body fluid selected from the group consisting

ofeerebrospinai fluid (CSF), blood, plasma and serum taken from the subject, wherein

the eystatin C is differentially contained in the body fluid of BSE- or CJD- 'PSK-infcctcd

subjects and non-TSE-infectcd subjects; comparing the test amount of eystatin C in the

sample to a reference amount of eystatin C wherein the reference amount of eystatin O

represents no '-f&E BSE or CJD infection; and wherein an increase of eystatin C in the

body fluid of the subject indicates :PS4i JftSE^px.CJD,

33. (Currently Amended) A method of diagnosis of a transmissible spongiform

encephalopathy (TSK) selected from the group consisting of BSE Bovine Spongiform

BticciihnJk^Mh Disease (CJD) or the possibility (hereof in a

subject suspected of suffering from the T$£ BSE or CJD, which comprises subjecting a

sample of body fluid selected from the group consisting ofeerebrospinai fluid (CSF),

blood, plasma and serum taken from the subject to mass spectrometry, thereby to

determine a test amount of eystatin C in the sample, wherein the eystatin C is

differentially contained in the body fluid ofBSE- or CJD- TSE-infected subjects and

non-BSK^orCUD- TSE-infected subjects, comparing the test amount of eystatin C in the

sample to a reference amount of eystatin C, wherein the reference amount of polypeptide

represents no BSE or CJD TSB infection; and wherein an increase in eystatin C in the

body fluid of the subject indicates TSfi BSE or CJD ,

34. (Previously Presented) The method of claim 33. wherein the body fluid is

NYC/208979, t it
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cerebrospinal fluid (CSF).

35. (Currently Amended) A method of diagnosis of Bovine Spongiform

Encephalopathy (BSE) t^tro^nisat^ or the

possibility thereof in a bovine subject suspected of suffering from USE the TSE , which

comprises determining a test amount of a polypeptide in a sample of body fluid selected

from the group consisting of cerebrospinal fluid (CSF), blood, plasma and serum taken

from the subject, wherein the polypeptide is differentially contained in the body fluid of

BSE TSH-infected bovine subjects and non- BSE- :PS£-in(ected subjects, and wherein the

polypeptide is selected from the group consisting of a hemoglobin, a hemoglobin chain a

truncated chain and a fragment thereof which exhibits an immunological reaction to an

antibody to bovine hemoglobin; comparing the lest amount of the polypeptide in the

sample to a reference amount of the polypeptide, wherein the reference amount of

polypeptide represents no BSE infection; and wherein an increase in the polypeptide

in the body fluid of the subject indicates BSE TSE.

36. (Currently Amended) A method of diagnosis ofa-tranarofcaiblo 3pftr^Ht>rm

eneephitloptrthy fFS-E) Bovine Spongiform Encephalopathy (BSE) or the possibility

thereof in a bovine subject suspected of suffering from the BSE T&E, which comprises

subjecting ;i sample ofbody fluid selected from the group consisting of cerebrospinal

fluid (CSF), blood, plasma and serum taken from the subject to mass spectrometry,

thereby to determine a test amount of a polypeptide in the sample, wherein the

NYC/298979. 1 t?
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polypeptide is differentially contained in the body fluid of BSK- '4«E-infected bovine

subjects and non- BSR- TOE-infccled subjects, wherein the polypeptide is a hemoglobin,

a hemoglobin chain or a truncated chain or a fragment thereof which exhibits an

immunological reaction to an antibody to bovine hemoglobin; comparing the test amount

of the polypeptide in the sample to a reference amount of the polypeptide, wherein the

reference amount of polypeptide represents no BSE :F5£ infection; and wherein an

increase in the polypeptide in the body fluid of the subject indicates ~VSh diagnosis of

-mi BSR .

37. (Currently Amended) A method of providing an indication of a transmissible

spongiform encephalopathy <TSH) sej^cdjh>m the group consisting of Bovine

Scon&iform Ew£j>h^ and Creutzfeldt-Jakob Disease (CJD) or the

possibility or progress thereof in a subject liable to suffer from BSRorCJD tfh^PSR,

which comprises use as a marker of a level of al least one polypeptide that has a

molecular weight, of about 1010, 1 100, 1 1 25, 1365, 3295, 3645, 3890, 3970, 3990, 4030,

4294, 431 5, 4436, 4478, 4780. S820, 6200, 6700, 7520, 7574, 7630, 7770, 7930, 7975,

7980, 8020, 8600, 8936, 9107, 9145, 9185, 9454, 9950, 10075, 10220, 10250, 11 600,

1 1730, 11800, 13375. 13550, 14043, 15000, 15200, 15400, 15600, 15900, 17839,30000,

3 1 000 or 3 1 800 Da that is measurable or detectable by mass spectrometry and is

differentially contained in a body fluid selected from the group consisting of

cerebrospinal fluid (CSF), blood, plasma and scrum of BSE- or CM D- ¥8E-infected

subjects and non- BSR- orCJD - TSE-infected subjects wherein the amount of

NYC/298979.1 M
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polypeptide in a sample is compared to a reference amount of polypeptide, wherein the

reference amount of polypept ide represents no BSE or CJD TSE infection.

38. (Original) The method of claim 37, wherein said at least one polypeptide is

selected from those having a respective molecular weight of about 1 010, 1 100, 1 125,

1365, 3645, 4030, 3890, 5820, 7520, 7630, 7980,9950, 10250, 1 1600, 1 1800, 15000,

15200, 15400, 15600, 15900, 30000. 31000 and 31800 Da.

Claim 39. (Canceled)

40. (Currently Amended) A method of providing an indication of a transmissible

spongiform encephalopathy (TSK) selected from the group consisting of Bovine

%^iformJin^ or tjlc

possibility or progress thereof in a suhject liable to suffer from BSE or CJD theTOE,

which comprises use as a marker of a level of eystatin C measurable or detectable by

mass spectroscopy and is differentially contained in a body fluid selected from the group

consisting of cerebrospinal fluid (CSF), blood, plasma and serum of BSE- or CJD- TSE-

infected subjects and non- BSE- or CJ D- =FSE-infected subjects wherein the amount of

eystatin C in the sample is compared to a reference amount of eystatin C, wherein the

reference amount of eystatin C represents no BSE or CJD 'VSE infection.

41. (Currently Amended ) The method of claim 40, wherein the TSEisCJDand

NYC/298979.I
, 4
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the body fluid is from a human subject.

42, (Previously Presented) The method of claim 40, wherein the body fluid is

cerebrospinal fluid (CSF).

43. (Currently Amended) A method of providing an indication oftHmnsrobsiWe

»pt>Rgtft^ Bjwine_Six^nuilbrm Encephalopathy (USE ) or the

possibility or progress thereof in a bovine subject liable to suffer from *e BSR TSE,

which comprises use as a marker of a level of a hemoglobin, a hemoglobin chain or a

truncated chain or a fragment thereofwhich exhibits an immunological reaction to an

antibody to bovine hemoglobin, said level being measurable or delectable by mass

spectroscopy, and said hemoglobin, hemoglobin chain or truncated chain or fragment

thereof being differentially contained in a body fluid selected from the group consisting

of cerebrospinal fluid (CSF), blood, plasma and serum of bovine BSE- TSR-infectcd

subjects and non-bovine non-BSE- TCE-infected subjects, wherein the amount of

hemoglobin, a hemoglobin chain or a truncated chain or a fragment thereof in the sample

is compared to a reference amount of hemoglobin, a hemoglobin chain or a truncated

chain or a fragment thereof; wherein the reference amount of hemoglobin, a hemoglobin

chain or a truncated chain or a fragment thereof represents no BSE TSfi infection.

44. (Original) The method of claim 43, wherein said hemoglobin, hemoglobin

chain or truncated chain or fragment thereof has a molecular weight determinable by

NYC/298979.
1. i c
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mass spectroscopy of about 15000 Da, 7500 Da or 3000 Da.

45. (Previously Presented) The method ofclaim 43, wherein the sample of body

fluid is plasma.

46. (Previously Presented) The method of claim 43, wherein the sample ol'body

iluid is from a living animal.

47. (Withdrawn) A bovine animal, or herd of said animals, that has or have been

subjected to a test as defined in claim 43 and found to be free of a transmissible

spongiform encephalopathy (TStt).

NYC/2<)fl979.t
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